This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 

IMAGES ARE BEST AVAILABLE COPY. 

As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



THIS PAGE BLANK <uspto> 



l" 

i 



(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property Organization 
International Bureau 

(43) International Publication Date 
24 April 2003 (24.04.2003) 




PCT 



(10) International Publication Number 

WO 03/033536 A3 



(51) International Patent Classification 7 : C07K 14/705 

(21) International Application Number: PCT/GB02/04725 

(22) International Filing Date: 21 October 2002 (21 10.2002) 

(25) Filing Language: English 

(26) Publication Language: English 



(30) Priority Data: 

0125183.4 
60/346,083 



19 October 2001 (19.10.2001) GB 
24 October 2001 (24.10.2001) US 



(71) Applicant (for all designated States except US): PAR- 
ADIGM THERAPEUTICS LIMITED [GB/GB]; St. 
John's Innovation Centre, Cowley Road, Cambridge CB4 
0WS (GB). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): APARICIO, 
Samuel [PT/GB]; c/o Avlar Bio Ventures, Compass 
House, Vision Park, Chivers Way, Histon, Cambridge 



CB4 9ZR (GB). CARLTON, Mark [GB/GB]; c/o Avlar 
BioVentures, Compass House, Vision Park, Chivers Way, 
Histon, Cambridge CB4 9ZR (GB). MITCHELL, Philip 
[GB/GB]; c/o Avlar BioVentures, Compass House, Vision 
Park, Chivers Way, Histon, Cambridge CB4 9ZR (GB). 

(74) Agents: KHOO, Chong-Yee et ah; D YOUNG & CO., 21 
New Fetter Lane, London EC4A IDA (GB). 

(81) Designated States (national): AE, AG, AL, AM, AT, AU, 
AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, 
CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, 
MX, MZ, NO, NZ, OM, PH, PL, PT, RO, RU, SD, SE, SG, 
SI, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, 
VC, VN, YU, ZA, ZM, ZW. 

(84) Designated States (regional): ARIPO patent (GH, GM, 
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW), 
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE, 
ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, SK, 

[Continued on next page J 



== (54) Title: G-PROTEIN COUPLED RECEPTOR 



Model Seq-lrom Seq-to HMU-from HMM-io Score E -value Alignment Description 

! ZttTLJ. 62 332 1 275 211 7 8.2e-ei glocai 7 transmembrane receptor (rnodopsin family) 



7lm_1 62-332 

7tm_l: domain 1 of 1, from 62 to 332: score 211.7, Z * 8.2e-61 

*->GNlLVilviIrtkklrtptnif±lNLAvADLLflltlppwalyylvg 
GN+LV +v-H-r+k +rt^tJllfi++IA+-+DLL-M-4-++ p++-H- + 
62 GNALVPTVVTRSKAHRTVTKIPICSIJ^SDIXITFFCIPVTKLONTS 108 



< 

in 
m 

f^5 



query 



query 



query 



query 



query 



gsedWpfGsalCklvtaldwnmyaSillLtalSiDRYlAIvhPlryrrr 
+ W+ G + Cll V +++++++ + ±l++t+H-H-R++ vhP-H- + 
109 — DSHI^GAFICXKVPFVQSTAVVTSI LTMTC^AVBllEQGL VHPP1CMEWQ 156 

rts prr Akwil lvwvl a 11 1 a lppllf svvkt veegngt In . vnvt vCl 
+t rrA+ ++++vW++a++++ p+ ++++ + + l +++++ cl 

157 YT-IHUIAFTMLGVVWL VAVT VGS PMWHVQQLE IKYDF LYeKEHICCX 202 

idfpeest asvstwlvsyvlla tlvgp 1 IPllvilvc Ytrllrtlrkrar 
+ -M- +-M>+y+-t-+++++ F11P1 V+1++T+ I +1+ r 

203 EEWTSPV EQKIYTTFILVXLFLIiPLMVHLILYSKIGYELWIKKR 246 

Jtgas kkrsakerkaaktllwvvvFvlCWlPyf ivllld 

g+ + ++ ++++ k ++k+++a+ ++++w +F++CW+P+++V ++ 
247 VGDGsvlrtiagkeinSKIABKKXWWIMMVTVVA^ 296 

tic . lsiiaastCelervlptallvrtl .wi*ayvNsclNPiiy<-* 

297 BYSnFEK EYDDVTIKMIFAIVqIIGFSNSICIIPIVY 332 



(57) Abstract: We disclose Conrad G-protein coupled receptor (GPCR) polypeptides comprising the amino acid sequence shown 
in SEQ ID NO: 3, SEQ ID NO: 5, SEQ ID NO: 9, SEQ ID NO: 1 1, SEQ ID NO: 14 or SEQ ID NO: 17 and homologues, variants 
and derivatives thereof. Nucleic acids capable of encoding Conrad polypeptide are also disclosed, in particular, those comprising 
the nucleic acid sequences shown in SEQ ID NO: 1, SEQ ID NO:2, SEQ ID NO: 4, SEQ ID NO: 6, SEQ ID NO: 7, SEQ ID NO: 8, 
SEQ ID NO: 10, SEQ ID NO: 12, SEQ ID NO: 13, SEQ ID NO: 15, SEQ ID NO: 16 or SEQ ID NO: 18. 
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